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IN THE CLAIMS ; 

Please enter the following amended claims; 

1. (currently amended) A ,An iaolated or Gynthctic polypoptido comprioing on amino 
acid Gcquonco of q mutant Bcl-Xi/Bcl-2 Associated Cell Death Regulator polypeptide (BAD)reF 
fragment of said isolatod or synthetic polypeptide compriQing a less than full l e ngth amino acid 
s e qu e nc e of said mutant BAP , wherein said mutant BAD : 

a) has an amino acid sequence which said ipolated or synthotio polypoptido, or said 
fragmentris at least 95% homologous to the amino acid sequence of SEP ED NO:l; 



b) has an amino acid substitution at the position correspondin g to position 118 of 
SEP ID NO:l. wherein said amino acid is alanine or an amino acid conservative for alaninesaid 
amino acid ooquonc e of said i se latod or synthotio polyp e ptid e , or oaid amino acid coquence of 
said fragment, does not hav e a sorino at a position corrooponding to pooition 118 of SBQ IP 
NP:1, said position in caid amino acid soquo ft c e of said isolatod or Sp ynth e tic poI>poptido, or said 
position in gaid amino acid Q e quenco of said fragm e nt, being identified by alignmont of said 



amino acid coquonoo of flaid isolat e d or - synthotio polyp e ptid e , or said amino acid soquonoe of 
said fragment, to the BH3 domain of SEQ ID NP: 1; and 

c) said isolated or oynthctic polypeptide, or said fragm eff%-has cell death promoting 
activit y in vitro: or 

a fragment of said mutant BAD, wherein said fragment has cell death prom oting activity 
in vitro . 

2. (canceled). 
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3. (currently amended) The mutant BAD i solatod or oynthotio pohiDQptido, or 
fragmont, of Claim 1, wherein the anuno acid sequence of said mutant BAD > or of oaid fragment, 
is identical to SEQ ID NO: I, with the proviso e xeepHhat the amino acid at thea position 
corresponding to position 1 1 8 of SEQ ID NO: 1 is « Hilanine or an amino acid conservative for 
alaninc o mino acid othor than s e rin e. 

4-9, (canceled). 

10. (currently amended) The mutant BAD or fragnaent of mutant BAD i flolated or 
aynthotic polyp e ptid e , or fragmont, of Claim 1, wherein said mutant BAD or said fragment 
ts e lat e d or synthotio polypeptid e bindc Bel Xt,<ind/or Bel 3, or oaid fragm e Trt -jjinds Bc1-Xl 
eftd^r Bcl- 2. or both . 

11-12. (canceled). 

13. (currently amended) The mutant BAD or fragment of mutant BAD i solat e d of 
e ynthetic polypoptido, or fragment, of Claim 10, wherein said mutant BAD or said fragment 
ts olated or synth e tic polypeptide binds Bel Xh and/or - Bol 2, or oaid fragm e nt b inds Bc1-Xl 
andAjr Bcl-2» or both, through a_&aid-domain that is at least 75% homologous to a BH3 domain of 
a naturally-occurring or wild-type mammalian BAD. 

14-15. (canceled), 

16. (currently amended) The mutant BAD or fragment of mutant BAD t solated or 
synth e tic polipoptido, or fragment, of Claim 1, wherein the amino acid at saidrthe position 
corresponding to position 118 of SEQ ID NO:l is alanine. 

17-18. (canceled). 
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19. (currently amended) The mutant BAD or fragment of mutant BAD i oolatod or 
oynthetic pol>poptido. or fragment, of Claim 1, wherein the amino acid conservative for alanine 
at the smd-position corresponding to position 118 of SEQ ID NO: 1 is an anxino acid other than 
glycine. 

20-21. (canceled). 

22. (currently amended) The mutant BAD or fragment of mutant BAD i solated or 
Gynthotic polyp e ptid e , or fragm e nt, of Claim 1, wherein fraid-the amino acid at the s aid-position 
corresponding to position 1 18 of SEQ ID N0;1 is not alanine. 

23-24. (canceled). 

25. (currently amended) The mutant BAD or fragment of mutant BAD i sQlat e d r or 
synthotio polypoptido. or fragment, of Claim I, wherein said mutant BAD or said fragment 
amino acid sequ e nc e of s aid isolatod -e r - ayrrthetie polypQptidQ, or Gaid - omino acid s e qu e nce of 
said fragment, comprises an fte-amino acid sequence corresponding to positions 103-123 of SEQ 
ID NO: 1 , with the proviso that the amino acid at the position corresponding to position 1 18 of 
SEO ID NO:l is alanine or an amino acid conservative for alanine . 

26-30. (canceled). 

31. (original) A method for making a mutant Bc1-Xl/BcI-2 Associated Cell Death 
Regulator polypeptide (BAD) comprising an amino acid sequence of a naturally-occurring or 
wild-type mammalian BAD, or fragment of said mutant BAD comprising a less than full-length 
amino acid sequence of said naturally-occurring or wild-type manmialian BAD, said method 
comprising: 
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a) selecting an amino acid sequence of a naturally-occurring or wild-type 
raamraalian BAD, or selecting a less than full-length amino acid sequence of said naturally- 
occurring or wild-type mammalian BAD, comprising a BH3 domain substantially identical to the 
BIG domain encoded by the amino acids at positions 114-122 of SEQ ID NO: 1, positions 151- 
159 of SEQ ID N0:2, or positions 109-117 of SEQ ID N0:3, said BH3 domain of said naturally- 
occurring or wild-type mammalian BAD, or said BID domain of said fragment of said naturally- 
occurring or wild-type mammalian BAD, being identified by alignment of said amino acid 
sequence of said naturally-occurring or wild-type mammalian BAD, or said amino acid sequence 
of said fragment of said naturally-occurring or wild-type mammalian BAD, to SEQ ID N0:1, 
SEQ ID N0:2, or SEQ ID NO:3, respectively; and 

b) changing the amino acid of said amino acid sequence of said naturally-occurring 
or wild-type mammalian BAD, or said amino acid sequence of said fragment of said naturally- 
occurring or wild-type mammalian BAD. at a position corresponding to position 1 18 of SEQ ID 
NO: 1, position 155 of SEQ ID N0:2, or position 1 13 of SEQ ID NO:3 to an amino acid other 
than serine, thereby, making: ^ 

1) said mutant BAD comprising said amino acid sequence of said naturally- 
occurring or wild-type mammalian BAD having a mutation at said aniino acid, or 

2) said fragment of mutant BAD comprising said amino acid sequence that is a less 
than full-length amino sequence of said naturally-occurring or wild-type mammalian BAD 
having a mutation at said amino acid, respectively. 
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32. (original) The method of Claim 31, wherein the amino acid at said position 
coiTCsponding to position 1 18 of SEQ ID NO:l, position 155 of SEQ ID N0:2. or position 1 13 
of SEQ ID NO:3 is alanine. 

33. (original) The method of Claim 31, wherein said amino acid sequence of said 
naturaily-occurring or wild-type mammalian Bc1-Xl/BcI-2 Associated Cell Death Regulator 
polypeptide (BAD) is SEQ ID N0:1. SEQ ID N0:2, or SEQ ID N0;3, or said amino acid 
sequence of said fragment of said naturally-occurring mammalian or wild-type mammalian BAD 
is a less than full-length amino acid sequence of SEQ ID N0:1, SEQ ID NO:2, or SEQ ID N0:3. 

34. (original) The method of Claim 31, further comprising expressing said mutant 
Bcl-XiyBcl-2 Associated Cell Death Regulator polypeptide (BAD), or said fragment of said 
mutant BAD, in a host cell, wherein said host cell is transformed with a polynucleotide 
comprising said amino acid sequence of said mutant BAD, or said host cell is transformed with a 
polynucleotide comprising said amino acid sequence of said fragment of said mutant BAD, 
respectively. 

35. (original) A method of screening a candidate drug for activity that promotes 
apoptosis, said method comprising: 

a) contacting a candidate drug with a sample comprising a mammalian Bc1-Xl/Bc1-2 
Associated Cell Death Regulator polypeptide (BAD), or fragment of said manmialian BAD, and 
a kinase, to form a reacted fraction, 

1) said mammalian BAD, or said fragment, comprising an amino acid sequence 
containing a serine at a position corresponding to position 1 18 of SEQ ID NO:l, position 155 of 
SEQ DD N0:2, or position 1 13 of SEQ ED NO:3, said position of said serine being identified by 
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alignment of said amino acid sequence of said mammalian BAD, or said amino acid sequence of 
said fragment, to SEQ ID NO:l, SEQ ID N0:2, or SEQ ID N0:3, respectively, 

2) said kinase having phosphorylation activity capable of phosphorylating said 
manmialian BAD; and 

b) comparing said reacted fraction to a control fraction, to determine whether said 
candidate drug inhibits said phosphorylation activity of said kinase and, thereby, has activity that 
promotes apoptosis, by assaying for an amount of said mammalian BAD, or said fragment, that 
is unphosphorylated at said serine in said reacted fraction as compared to said control fraction. 

36. (original) The method of Claim 35, wherein said assaying includes assaying for 
an amount of mammalian BAD, or said fragment, that is bound to Bcl-Xt and/or Bcl-2 in said 
isolated fraction as compared to said control fraction. 

37. (original) A method of inducing apoptosis in a cell expressing a mammalian Bcl- 
Xi/Bcl-2 Associated Cell Death Regulator polypeptide (BAD), or fragment of said manmialian 
BAD, said method comprising: 

a) preparing a culture containing a cell line expressing said mammalian BAD, or 
said fragment, 

1) said mammalian BAD, or said fragment, comprising an amino acid sequence 
containing a serine at a position corresponding to position 118 of SEQ ID NO:l, position 155 of 
SEQ ID N0:2, or position 113 of SEQ ID NO:3, said position of said serine being identified by 
ahgnment of said amino acid sequence of said mammalian BAD, or said amino acid sequence of 
said fragment, to SEQ ID N0:1, SEQ ID N0:2, or SEQ ID N0:3, respectively; 
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b) contacting said cultured cells with an extracellular agent, and/or inducing an 
intracellular agent, capable of inhibiting the phosphorylation activity of a kinase in said cell, said 
kinase activity capable of phosphorylating said serine, to form a reacted fraction; or 

c) contacting said cultured cells with an extracellular agent, and/or inducing an 
intracellular agent, capable of activating the phosphatase activity of a phosphatase in said cell 
capable of dephosphorylating said mammalian BAD, or said fragment, that is phosphorylated at 
said serine, to form a reacted fraction; and 

d) comparing the cells in said reacted fraction to control cells to determine whether 
apoptosis is induced in the cells in said reacted fraction by, 

1) assaying for an amount of said mammalian BAD, or said fragment, that is 
unphosphorylated and/or dephosphorylated in the cells in said reacted fraction as compared to 
said control cells, or 

2) monitoring indicia of apoptosis in the cells in said reacted fraction as compared to 
said control cells. 

38. (original) The method of Claim 37, wherein said kinase is tbe cyclic AMP 
(cAMP)-dependent protein kinase, PKA. 

39. (original) The method of Claim 37, wherein said inhibiting is carried out by 
inhibitor H89, wherein said H89 inhibits the phosphorylation activity of said kinase. 

40. (original) The method of Claim 37, wherein said inhibiting is carried out by: 
a) the binding of a polypeptide or a polynucleotide to said kinase, and thereby 

inhibiting the phosphorylation activity of said kinase; or 
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b) binding of a polypeptide or polynucleotide to a polynucleotide that encodes said 
kinase, preventing the expression of said kinase, and diereby inhibiting the phosphorylation 
activity of said kinase. 

41 . (original) A method of assaying a candidate compound for phosphatase activity 
capable of dephosphorylating a mammalian BcI-Xl/Bc1-2 Associated Cell Death Regulator 
polypeptide (B AD)» or fragment of said mammalian BAD, at a serine at a position in the amino 
acid sequence of said mammalian BAD, or the amino acid sequence of said fragment, 
corresponding to position 1 1 8 of SEQ ID NO: 1, position 155 of SEQ ID N0:2, or position 1 13 
of SEQ ID N0:3, said position of said serine being identified by alignment of said amino acid 
sequence of said mammalian BAD, or said amino acid sequence of said fragment, to SEQ ID 
NO: 1, SEQ ID N0:2, or SEQ ID NO:3, respectively, said method comprising: 

a) contacting said candidate compound with said mammalian BAD, or said 
fragment, to fonn a reacted fraction, wherein said mammalian BAD, or said fragment, is de- 
phosphorylated at said serine; and 

b) comparing said reacted fraction to a control fraction to determine whether said 
candidate compound has said phosphatase activity by assaying for an amount of said mammalian 
BAD, or said fragment, that is bound to Bc1-Xl and/or Bcl-2 in said reacted fraction as compared 
to said control fraction, 

42. (original) A method of assaying a candidate compound for phosphatase activity 
capable of dephosphorylating a mammalian BcI-XiyBcl-2 Associated Cell Death Regulator 
polypeptide (BAD), or fragment of said mammalian BAD, at a serine at a position in the amino 
acid sequence of said mammalian BAD, or the amino acid sequence of said fragment, 
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corresponding to position 118 of SEQ ID N0:1, position 155 of SEQ ID NO:2, or position 113 
of SEQ ID N0:3, said position of said serine being identified by alignment of said amino acid 
sequence of said mammalian BAD, or said amino acid sequence of said fragment, to SEQ ID 
N0:1 , SEQ ID NO:2, or SEQ ID N0:3, respectively, said method comprising: 

a) contacting said candidate compound with said mammalian BAD, or said 
fragment, to fomi a reacted fraction, wherein said mammalian BAD, or said fragment, is de- 
phosphorylated at said serine, or capable of being de-phosphorylated at said serine; and 

b) comparing said reacted fraction to a control fraction to determine whether said 
candidate compound has said phosphatase activity by assaying for an amount of said mammalian 
BAD, or said fragment, that is dephosphorylated at said serine in said reacted fraction as 
compared to said control fraction. 

43. (original) A method of screening a candidate dnig for activity that promotes cell 
survival, said method comprising: 

a) contacting said candidate drug with a mammalian Bcl-Xi/Bcl-2 Associated Cell 
Death Regulator polypeptide (BAD), or fragment of said mammalian BAD/ and, optionally, a 
kinase, to form a reacted fracdon, 

I) said mammalian BAD, or said fragment, capable of being phosphorylated by said 
kinase at a serine at a position in the amino acid sequence of said mammalian BAD, or amino 
acid sequence of said fragment, corresponding to position 1 18 of SEQ ID NO:l, position 155 of 
SEQ ID N0:2, or position 1 13 of SEQ ID NO:3. said position of said serine being identified by 
alignment of said amino acid sequence of said mammalian BAD, or amino acid sequence of said 
fragment, to SEQ ID NO:l, SEQ ED N0:2 and SEQ ID NO:3, respectively; and 
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b) comparing said reacted fraction to a control fraction to determine whether said 
candidate drug has said activity that promotes cell survival by assaying for an amount of said 
mammalian BAD, or said fragment, that is phosphorylated at said serine in said reacted fraction 
as compared to said control fraction. 

44. (original) The method of Claim 43, wherein said contacting further comprises 
contacting said reacted fraction with Bc1-Xl and/or Bcl-2, and said assaying further comprises 
assaying said reacted fraction for an amount of said mammalian Bcl-Xi/Bcl-2 Associated Cell 
Death Regulator polypeptide (BAD) bound to Bc1-Xl and/or Bcl-2, or an amount of said 
fragment bound to BcI-Xl and/or Bcl-2, respectively. 

45. (original) A method of screening a candidate drug for activity that promotes cell 
survival, said method comprising: 

a) preparing a cell culture containing a cell line expressing a mammalian 
Bel- XiyBcl-2 Associated Cell Death Regulator polypeptide (BAD), or fragment of said 
mammalian BAD, 

1) said manunalian BAD, or said fragment, comprising an amino acid sequence 
containing a serine at a position corresponding to position 118 of SEQ ID NO:l, position 155 of 
SEQ ID N0;2, or position 113 of SEQ ED NO:3, said position of said serine being identified by 
alignment of said amino acid sequence of said mammalian BAD, or said amino acid sequence of 
said fragment, to SEQ ID NO: 1 , SEQ ED NO:2, or SEQ ID N0:3, respectively; 

2) said cell line having activity that promotes apoptosis, or capable of having activity 
that promotes apoptosis; 
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b) contacting said cell culture with said candidate drug to form a reacted fraction; 

and 

c) comparing cells in said reacted fraction to cells of a control culture in order to 
determine whether said candidate drug has activity promoting cell survival by monitoring the 
viability of said cells in said reacted fraction as compared to said cells of a control culture, 
wherein said cells of a control culture are treated essentially identical to said cell in said reacted 
fraction, except that said cells of a control culture are not contacted with said candidate drug. 

46. (original) The method of Claim 45» wherein said comparing of said cell culture in 
said reacted fraction to said control cell culture is by: 

a) contacting said cells in said reacted fraction with at least one antibody specific 

for. 

1) said mammalian BcI-Xi/BcI-2 Associated Cell Death Regulator polypeptide 
(BAD), or said fragment, phosphorylated at said serine, or 

2) said mammalian BAD, or said fragment, unphosphorylated at said serine; and 

b) assaying for an amount of said antibody binding to said manmialian BAD, or said 
fragment. 

47. (original) A method of inhibiting apoptosis in a cell expressing a mammalian 
Bcl-X)t/Bcl'2 Associated Cell Death Regulator polypeptide (BAD), or fragment of said 
mammalian BAD, said method comprising: 

a) preparing a cell culture containing a cell line expressing said mammalian BAD, or 
said fragment, 
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1) comprising an amino acid sequence containing a serine at a position 
corresponding to position 1 18 of SEQ ID NO reposition 155 of SEQIDNO:2, or position 113 
of SEQ ID NO:3, said position of said serine being identified by alignment of said amino acid 
sequence of said mammalian BAD, or said amino acid sequence of said fragment, to SEQ ID 
NO:l, SEQ ID N0:2, or SEQ ID NO:3, respectively; and 

b) contacting said cultured cells with an extracellular agent, and/or inducing an 
intracellular agent, to form a reacted fraction and thereby activating a kinase, in said cells in said 
reacted fraction, capable of phosphorylating said manunalian BAD, or said fragment, at said 
serine; and 

c) comparing said cultured cells in said reacted fraction to control cells to determine 
whether apoptosis is inhibited in either said culture cells in said reacted fraction or in said control 
cells by, 

1) assaying for an amount of said mammalian BAD, or said fragment, that is 
phosphorylated at said serine in said cells in said reacted fraction as compared to said control 
cells, or ^ 

2) monitoring indicia of apoptosis in said cells in said reacted fraction as compared 
to said control cells, 

wherein treatment of said control cells is essentially identical to said cells in said reacted 
fraction, except that said control cells do not have said mammalian BAD, or said fragment, 
capable of being phosphorylated by said kinase. 

48. (original) The method of Claim 47, wherein said kinase is a cyclic AMP 
(cAMP)-dependent protein kinase, PKA. 



PAGE16I30'RCVDAT4/19/2004 4:30:23PM [Eastern Dayip 



fiPR-19-2004 16:28 



SUGHRUE MI ON 



202 293 7850 P. 17 



AMENDMENT UNDER 37 CRR. §M1 1 
U.S. Appln. No, 09/580,523 

49. (original) The method of Claim 47, wherein said kinase is a heterologous kinase. 

50. (original) The method of Claim 47, wherein said mammalian Bcl-Xi/Bcl-Z 
Associated Cell Death Regulator polypeptide (BAD), is a heterologous mammalian BAD, and 
said fragment is a fragment of said heterologous mammalian BAD. 

5 1 - (original) The method of Claim 47, wherein said extracellular agent and/or said 
intracellular agent is a ligand of a G-protein-coupled receptor. 

52. (original) The method of Claim 5 1 , wherein said ligand is L-cpinephrine. 

53. (original) A method of assaying a candidate compound for a kinase activity 
capable of phosphorylating a mammalian Bc1-Xl/Bc1-2 Associated Cell Death Regulator 
polypeptide (BAD), or fragment of said mammalian BAD, at a position in the amino acid 
sequence of said mammalian BAD, or at a position in the amino acid sequence of said fragment, 
corresponding to position 118 of SEQ ID N0:1; position 155 of SEQ ID N0:2; or position 113 
of SEQ ID NO: 3, respectively, said method comprising: 

a) contacting a candidate compound with said mammalian BAD, or said fragment, to 
form a reacted fraction, ^ 

1) said mammalian BAD, or said fragment, comprising an amino acid sequence 
containing a serine at a position corresponding to position 118 of SEQ ID N0:1, position 155 of 
SEQ ID N0:2, or position 1 13 of SEQ ID N0:3, said position of said serine being identified by 
alignment of said amino acid sequence of said mammalian BAD, or said amino acid sequence of 
said fragment, to SEQ ID NO: 1 , SEQ ID NO:2, or SEQ ID NO:3, respectively; and 

b) determining whether said candidate compound has kinase activity capable of 
phosphorylating said mammalian BAD, or said fragment, at said serine by assaying said reacted 
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fraction for an amount of said mammalian BAD, or said fragment, phosphorylated at said serine 
by said kinase activity. 

54. (original) The method of Claim 53, wherein said assaying includes detecting 
radioactive label on said serine, said radioactive label being attached to said serine when said 
serine is phosphorylated. 

55. (original) The method of Claim 53. wherein said assaying includes detecting a 
difference in the electrophoretic mobility of said mammalian Bcl-Xt/Bcl-2 Associated Cell 
Death Regulator polypeptide (BAD), or said fragment, having said serine that is phosphorylated 
and having said serine that is unphosphorylated. 

56. (original) The method of Claim 53, wherein said assaying includes detecting the 
binding of said mammalian Bcl-Xi/Bcl-2 Associated Cell Death Regulator polypeptide (BAD), 
or said fragment, to an antibody specific for said manunalian BAD, or said fragment, that is 
phosphorylated at said serine. 

57. (original) The method of Claim 56, wherein said antibody is a monoclonal 
antibody. ^ 

58. (original) A method of screening a candidate drug for activity that promotes the 
phosphorylation of a mammahan Bc1'Xl/Bc1-2 Associated Cell Death Regulator polypeptide 
(BAD), or fragment of said manmialian BAD, at a serine at a position in the amino acid 
sequence of said BAD, or amino acid sequence of said fragment, corresponding to position 118 
of SEQ ID NO:l, position 155 of SEQ ID N0:2, or position 113 of SEQ ID NO:3, said position 
of said serine being identified by alignment of said amino acid sequence of said mammalian 
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BAD. or said amino acid sequence of said fragment, to SEQ ID NO:l, SEQ ID N0:2, or SEQ ID 
NO:3, respectively, said method comprising: 

a) contacting said candidate drug with a sample comprising Bc1-Xl and said 
mammalian BAD, or said fragment, to fomi a reacted fraction, said mammalian BAD, or said 
fragment capable of being phosphorylated at said serine; 

b) comparing said reacted fraction to a control fraction to determine whether said 
candidate drug has activity that promotes said phosphorylation by, 

1) assaying for an amount of mairunalian BAD, or said fragment, that is not bound to 
Bcl-Xt or is bound to Bc1-Xl in said reacted fraction as compared to said control fraction, and/or 

2) assaying for an amount of said mammalian BAD, or said fragment, that is 
phosphorylated at said serine in said reacted fraction as compared to said control fraction, 

wherein said control iraction is essentially identical to said reacted fraction, except said 
mammalian BAD, or said fragment, in said control fraction is not contacted with said candidate 
drug, and/or said control fraction contains said mammalian BAD, or said fragment, not capable 
of being phosphorylated at said position of said serine. ^ 

59. (original) A method of screening a candidate drug for an activity that promotes 
the phosphorylation of a mammalian Bcl-XiyBci-2 Associated Cell Death Regulator polypeptide 
(BAD), or fragment of said mammalian BAD, at a serine at a position in the amino acid 
sequence of said mammalian BAD, or amino acid sequence of said fragment, corresponding to 
position 1 18 of SEQ ID NO:l, position 155 of SEQ ID NO:2, or position 1 13 of SEQ ID NO:3. 
said position of said serine being identified by alignment of said amino acid sequence of said 
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mammalian BAD. or said amino acid sequence of said fragment, to SEQ ID NO: 1, SEQ ID 
NO:2. or SEQ ID NO:3, respectively, said method comprising: 

a) contacting said candidate drug with a sample comprising said mammalian BAD, 
or said fragment, and a kinase, to form a reacted fraction, said mammalian BAD, or said 
fragment, capable of being phosphorylated by said kinase; and 

b) comparing said reacted fraction to a control fraction to determine whether said 
candidate drug has activity that promotes said phosphorylation by assaying for an amount of said 
mammalian BAD, or said fragment, phosphorylated at said serine in said reacted fraction as 
compared to said control fraction, wherein said control fracdon is identical to said reacted 
fraction, except said control fraction is not contacted with said candidate drug and/or said control 
fraction contains said manmialian BAD, or said fragment, not capable of being phosphorylated at 
said position of said serine. 

60. (original) A method of screening a candidate drug for activity that promotes 
phosphorylation, in a cell, of a mammalian Bcl-Xi/Bcl-2 Associated Cell Death Regulator 
polypeptide (BAD), or fragment of said mammalian BAD, at a serine at a position in the amino 
acid sequence of said mammalian BAD, or amino acid sequence of said fragment, corresponding 
to position 1 18 of SEQ ID NO: 1, position 155 of SEQ ID N0:2, or position 1 13 of SEQ ID 
NO:3, said position being identified by alignment of said amino acid sequence of said 
mammalian BAD, or said amino acid sequence of said fragment, to SEQ ID NOil, SEQ ID 
N0:2, or SEQ ID N0:3, said method comprising: 
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a) preparing a culture containing a cell line expressing said mammalian BAD, or 
said fragment, said cell line having activity that promotes apoptosis, or capable of having activity 
that promotes apoptosis; 

b) contacting said cultured cells with said candidate drug to form a reacted fraction; 

and 

c) comparing the cells in said reacted fraction to control cells to detcrnune whether 
said candidate drug has activity that promotes said phosphorylation by, 

1) assaying for an amount of said mammalian BAD, or said fragment, 
phosphorylated at said serine in the cells in said reacted fraction as compared to said control 
cells, or 

2) monitoring indicia of apoptosis in the cells in said reacted fraction as compared to 
said control cells, 

wherein said control cells are identical to the cells in said reacted fraction, except said 
control cells are not contacted with said candidate drug» 

61. (original) The method of Claim 60, wherein said assaying further comprises 
contacting said cell with at least one antibody, said antibody being selected from a group 
consisting of at least one antibody specific for said mammalian BAD, or said fragment, that is 
phosphorylated at said serine, or at least one antibody specific for said mammalian BAD, or said 
fragment, that is unphosphorylated at said serine. 

62, (original) A method of screening a candidate drug for activity that modulates 
apoptosis promoting activity in a cell, said method comprising: 
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a) preparing a culture containing a cell line expressing mammalian Bcl-Xi/Bcl-2 
Associated Cell Death Regulator polypeptide (BAD), or fragment of said mammalian BAD, 

I) said mammalian BAD, or said fragment, comprising an amino acid sequence 
containing a serine at a position corresponding to posiUon 118 of SEQ ID NO:l, position 155 of 
SEQ ID N0:2, or position 113 of SEQ ID N0:3. said position of said serine being identified by 
alignment of said amino acid sequence of said mammalian BAD, or said amino acid sequence of 
said fragment, to SEQ ID N0:1, SEQ ID N0:2 or SEQ ID NO:3, respectively; 

b) contacting said cultured cells with an apoptosis promoting substance, wherein 
said cultured cells have activity that promotes apoptosis, or is capable of having activity that 
promotes apoptosis; 

c) contacting said cultured cells with said candidate dmg to form a reacted fraction; 

and 

d) comparing the cells in said reacted fraction to control cells to determine whether 
said candidate drug has activity ihat modulates apoptosis promoting activity by, 

1) detennining the amount of said mammalian BAD, or said fragment, that is 
phosphorylatcd or unphosphorylated at said serine in the cells in said reacted fraction as 
compared to said control cells, or 

2) monitoring indicia of apoptosis in the cells in said reacted fraction as compared to 
said control cells, 

wherein said control cells are identical to the cells in said reacted fraction, except that 
said control cells are not contacted with said candidate drug. 
63-69. (canceled). 
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